DOCKET NO.: DM-6999 (BMS-2594) PATENT 
Application No.: 1 0/770,3 80 REPLY FILED UNDER EXPEDITED 

Office Action Dated: June 16, 2006 PROCEDURE PURSUANT TO 

37 CFR § 1.116 

This listing of claims will replace all prior versions, and listings, of claims in the application. 
Listing of Claims: 

1. (Currently amended) A compound, comprising: a targeting moiety and a chelator, 

wherein the targeting moiety is bound to the chelator, is a indazole nonpeptide, and 
binds to a receptor that is upregulated during angiogenesis and the compound has 0-1 
linking groups between the targeting moiety and chelator 

wherein the indazole nonpeptide targeting moiety is represented by (0)£ j _wherein O is 
independently a a compound of Formula (la) or (lb): 





or pharmaceuticallv acceptable salt form thereof wherein: 

Page 2 of 51 



DOCKET NO.: DM-6999 (BMS-2594) 
Application No.: 10/770,380 
Office Action Dated: June 16, 2006 



PATENT 

REPLY FILED UNDER EXPEDITED 
PROCEDURE PURSUANT TO 
37 CFR § 1.116 



Xld is CH. C- Wd- xd- Y^. or C bonded to the linking group: 
X2d is CH. or C- W^- xd- yd; 
X3d is CRI Id, or C- wd- xd- yd; 

X4d is CRlld; 

provided that when R^d is Ride then one of X^d and X^d is C- wd- xd- yd. and when R^Od 
is Ride then X^d is C- wd- xd- yd; 

Rid is Ride. C_ [-C ^ alkvl substituted with 0-1 Rl^d pr q.i R21d. Cv C ^ alkenvl substituted 
with 0-1 Rl5d or o_i R21d. Cv -Ci cvcloalkvl substituted with 0-1 Rl^d pr o_i R21d. 
C4 -C1 1 cvcloalkylalkyl substituted with 0-1 R^^d pr o_i R21d. aryl substituted with 
0-1 Rl5d pr 0-2 r1 Id pr 0-1 R^ld pr arvKCj ^-C ^ alkvlV substituted with 0-1 R^^d 
orO-2Rlldor0.i R21d; 
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Ride is 




O 
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A and are independently -CH?-- -NfR^dy, or -Cf-OV; 

Aid and B ' d arc independently -CH?- or -N(R3d),; 
pd is -NfR^dy, -P-, -S-, -C(-OV or -SO?-: 

Ed-pd is -C(R4d)=c(R5dv^ .^^CfR^dy, ,c(R4d-)=N-, or 
-C(R4d-)2C(R5d-)9-: 

jd, Kd, Ld and Md are independently 

-CfR^dy, -CfR^dy pj- .^j.^ provided that at least one of jd, Kd, Ld and Md is not -N-: 

R2d is H. C_ [-C6 alkvl (Cj [-C6 alkyPcarbonyl (C_ [-C ^ alkoxy)carbonyl; (C] -C^ 

alkyDaminocarbonyL C^-C^ alkenyL CyC ? cycloalkyL C d -Cn cycloalkylalkyL 
aryL heteroaryl(Cj_-C^ alkyOcarbonyL heteroarylcarbonyL 

aryirCj^-C^ alkylV^rCj^-C^ alkyOcarbonyl-, arylcarbonyL Cj^-C^ alkylsulfonyL 

arylsulfonyL arylfCj^-C^ alkyOsulfonyl heteroarylsulfonyL heteroaryKCj^-C^ 
alkyPsulfonvL aryloxycarbonvL or arvl(C j_ -C 6 alkQxv)carbQnvL wherein said aryl 
groups are substituted with 0-2 substituents selected from the group consisting of Cj _- 
C4 alkyL Cj_-C4 alkoxy. halo. CF^. and nitro; 

R3d is H, C l_-C ^ alkyl C v C? cycloalkyL C4 -Cjj _ cycloalkylalkyL aryl aryl(C l_-C ^ alkylV, 
or heteroaryirCj^-C^ alkyl)- 
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R4d and R^d are independently H. C_ [-C4 alkoxv. NR^^R^d^ halogen. NO?. CN. CF^ . C_[- 

alkvL CvC^ alkenvL CvC ? cvcloalkvL C 4 -C1 1 cvcloalkylalkvL arvL arvl(C_[-C^ 
alkvn-^(Cj_-C^ alkvncarbonvL (C ^ -C^ alkoxv')carbonvL or arvlcarbonvL or 

alternatively, when substituents on adjacent atoms. R^d ^nd R^d ^^^n be taken together with 
the carbon atoms to which they are attached to form a 5-7 membered carbocyclic or 5- 
7 membered heterocyclic aromatic or non-aromatic ring system, said carbocyclic or 
heterocyclic ring being optionally substituted with 0-2 groups selected from the group 
consisting of Cj_-C 4 alkyk C ^ -C d alkoxv, halo, cyano. amino, CFj^, and NO? : 

Ud is: 
z{CH2}nd^ 

zi£H2) n^(CR7d^CR8d)(CH7 )n^ 
z£CH2] tod(C^C)(CH2 ]bi^ 
z{CH2} tdQd (CH 2)iA 
z(CH2> ndO(CH 2) 

-(CH2 ^i 2^N(R6dycH2 ^ni^-. 

-(CH2) ndC(=OyCH2 Ud-. 
-(CH2) r A(C=OmR^<iMCH2 )rrA- 
-(CH2^i2^N(R6dyc=0¥CH2 ^i2 1^-. and 
i£CH2>ids(0}2toj2}m^ 

wherein one or more of the methylene groups in is optionally substituted with R^d; 



O^is 1.2-cycloalkylene. 1.2-phenylene. 1.3-phenylene. 1.4-phenylene. 2.3-pyridinylene. 3.4- 
pyridinylene. 2.4-pvridinvlene. or 3.4-pvridazinvlene: 
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R6d is H. C_ [-C4 alkvl or benzyl; 
R7d and R^d 

are independently H. C l -C tS alkvl. C'^-C ? cvcloalkvl. C 4 -C 1 1 cvcloalkvlalkvl. 
arvl. arvKCj^-Cfi alkvlV. or heteroarvKC o -C^ alkvD- 

RlQd is H. Ride, C ]-Cd alkoxv substituted with 0-1 R^ld. N(R6d-)2. halogen. NO9. CN. 
CF^. C02Rl'^d. a=0>Rl7d CONRl7dR20d -S02Rl7d 
-SO2NRl7dR20d. Cj ^-C ^ alkvl substituted with 0-1 Rl^d pr Q-i R21d, C^ -C^ 
alkenvl substituted with 0-1 R^^d q]- p.i R21d, C^ -Ct cvcloalkvl substituted with 0-1 
Rl5d or 0-1 R21d C 4-C2 1 cvcloalkvlalkvl substituted with 0-1 Rl^d pr O-l R^ld 
arvl substituted with 0-1 R^^d pr q.2 Rlld pr 0-1 R^ld. pr arvl(C_ [-C ^ alkvlV 
substituted with 0-1 R^^d pr 0-2 r1 Id pr 0-1 R^ld; 

RlOde is H. C1 -C4 alkoxv substituted with 0-1 R^ld. N(R6d-)2. halogen. NO2. CN. CF^ . 

C02Rl7d C(=Oml7d CONRl7dR20d -S02Rl7d -SO2NRl7dR20d C ^-Cf, alkvl 
substituted with 0-1 R^^d pr p-i R21d Cv C ^ alkenvl substituted with 0-1 R^^d pr p- 
1 R^ld, Cv C7 cvcloalkvl substituted with 0-1 R^^d pr p-i R21d, C 4-C_n 

cvcloallwlallcvl substituted with 0-1 R^^d q_] R21d, aryl substituted with 0-1 R^^d 
or 0-2 r1 Id or p-i R21d pr arvKCj ^-C ^ alkvlV substituted with 0-1 R^^d pr p-2 
Rlld or 0-1 R^ld; 

r1 Id is H. halogen. CF;^. CN. NO2. hvdroxv. NR^dRSd, C_ [-C4 alkvl substituted with 0-1 
R^ld. C_ j_-C 4 alkoxv substituted with 0-1 R^ld. arvl substituted with 0-1 R^ld. 
arvKC^ -C ^ alkvlV substituted with 0-1 R^ld. (C2 -C4 alkoxv^carbonvl substituted 
with 0-1 R^ld. (C v-Ca alkvOcarbonvl substituted with 0-1 R^ld. 
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Cj_-C4 _alkvlsulfonvl substituted with 0-1 R^^^^ Cj_-C 4 _alkvlaminosulfonvl 
substituted with 0-1 R^ld; 



is: 



-(C(Rl^d-)2 )^ dc(^0)N(Rl3dv^ or 
-C(-OVN(Rl3dv(c(Rl^d)2 )^d,. 



xd is -C(Rl2dyRl4dvc(Rl2dyRl5dv. 

alternatively, and xd can be taken together to be 



(CH2)q'^(=0) -N^ JNr-Rl8d 



Rl2d is H. halogen. Cj [-C ^ alkvl. C?-C 6 alkenvl. C?-C^ alkvnvl. Cv CT ^cvcloalkvl. 

C4-Cl 0 cvcloalkylalkyl. (C 1 -C 4 alkvDcarbonyl. aryl. or arvKC 1 -C f, alkylV; 



Rl3d is H. C l -C ^ alkvl. Cv C? cvcloalkvlmethvl. or arvKC l -C ^alkvlV: 



Rl4d 



is: 



H. C l^-C ^ alkvlthioCO -C ^alkvlV. arvKC l^ ^lQ alkylthioalkvlV. arvKC l^-Cin 
alkoxyalkyl)-. Cj^-CiQ alkyl. Cj^-CiQ alkoxyalkyl. C_[-C^ hydroxyalkyl. C ^-ClQ 
alkenvl. C2-C10 alkynvl. CvCiQ cvcloalkyl. CvCiQ cycloalkylalkyl. aryKCj^-C^ 
alkvlV. heteroarvKC l^-C ^alkvlV. arvl. heteroarvl. CO^R^'^'^. C(=Oml'7d. pr 

CO^Rl7dR20d, 

provided that any of the above alkvL cycloalkvL aryl or hctcroaryl 
groups may be unsubstituted or substituted independently with 1 

Rl6d 

or 1-2 R^ 

Page 8 of 51 



DOCKET NO.: DM-6999 (BMS-2594) 
Application No.: 10/770,380 
Office Action Dated: June 16, 2006 



PATENT 

REPLY FILED UNDER EXPEDITED 
PROCEDURE PURSUANT TO 
37 CFR § 1.116 



H, Rl6d^ C_ [-C_m alkvl, C_ [-C_m alkoxvalkvL Cj ^-Cjo alkvlaminoalkvL C} -Cu) 
dialkvlaminoalkvL (Cj^-Cip alkvOcarbonvL arvKCj^-C^alkvncarbonvL Cj^-Cip 
alkenvl C v-Cu) alkvnvl ,C v C l_o cvcloalkvl C^ -Cj_o cvcloalkvlalkvl arvl(Cj _-C^ 
alkvlV. heteroarvKC_ [-C ^aikvlV. arvl heteroarvl CO^Rl^d^ c(-Oml7d^ 
CONRl7dR20d^ S09Rl7d^ or SO9NRl7dR20d provided that any of the above alkyl. 
cvcloalkvl. arvl or heteroarvl groups may be unsubstituted or substituted 
independently with 1-2 r1 

Yd is: 

-CORl9d, -SO^H. -PO^H. tetrazolvl. -CONHNHSO2CF2. -C0NHS02Rl^d. . 
CONHS09NHRl7d. -NHCOCF^. -NHC0NHS02Rl^d. -NHSO^Rl'^d. -OPQqH?. - 
OSO^H. -PO^ H ?. -SO^H. -S09NHCORl'7d. -SO?NHCO?Rl7d 



Rl6dis: 

■N(-R20dvc(=OVO-Rl 7d. 
-N(R20dvc(=OVRl7d 

-N(R20dvc(=OVNH-Rl 7d 
-N(R20d-)SO9-Rl7d 

or 

■N(R20d)sO2-NR20dRl 7d; 




. or HO 
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Rl7d is: 



Cj _-ClO alkyl optionally substituted with a bond to the linking group. C^-Ci i 
cvcloalkyl optionally substituted with a bond to the linking group. arvl(Cj_-C^alkvn- 
optionallv substituted with a bond to the linking group, (Cj ^-C ^alkvnarvl optionally 
substituted with a bond to the linking group, heteroaryl(Cj_-C^alkyn- optionally 
substituted with a bond to the linking group. (C_ [-C ^alkynheteroaryl optionally 
substituted with a bond to the linking group. biaryl(C_ l _-C^alkyn- optionally 
substituted with a bond to the linking group, heteroaryl optionally substituted with a 
bond to the linking group, aryl optionally substituted with a bond to the linking group, 
biaryl optionally substituted with a bond to the linking group, or a bond to the linking 
group, wherein said aryl. biaryl or heteroaryl groups are also optionally substituted 
with 0-3 substituents selected from the group consisting of C ^ -C d alkyl. Cv-C d 
alkoxy. aryl. heteroaryl. halo, cyano. amino. CF^. and NO? : 

Rl8dis: 
-H. 

-C(-OVO-Rl7d 
-Cf-OVRl7d 
-C(-OVNH-Rl7d 
-S09-Rl7d or 
-SO2-NR^0dRl7d. 

Rl9d is hydroxy. Cj_-ClO alkyloxy, CvCl 1 cycloalkyloxy, aryloxy, aryl(C j_ -C 6 _alkoxyV. 
CyClO alkylcarbonyloxyalkyloxy. CvClQ alkoxycarbonyloxyalkyloxy. 
C9-C10 alkoxycarbonylalkyloxy. Cs-CiQ cycloalkylcarbonyloxyalkyloxy. 
Cj^-ClO cycloalkoxycarbonyloxyalkyloxy. Cs-ClQ cycloalkoxycarbonylalkyloxy. 
C7 -C11 aryloxycarbonylalkyloxy. C ^ -C 1 9 aryloxycarbonyloxyalkyloxy. 
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Cr -Ci2 arylcarbonyloxyalkyloxv, C s -Cip alkoxyalkvlcarbonvloxvalkyloxv, 
C_S -ClO (5-alkyl-L3-dioxa-cyclopenten-2-one-ynmethyloxy. Ciq-Ch (5-aryl-L3- 
dioxa-cvclopenten-2-one-vnmethvloxv, or (R^ ldyRl2d);^_(C i -C i p alkoxvV: 



R^Od is H. C _[-C^ alkvl C yC? cycloalkvU C d-Cv{ _ cyclQalkylalkvl aryl. aryKC_ [- C halky IV 
or heteroaryl(Cj_-C^alkyl)- 



R^ld is COOH or NR6d9: 



d 




n 


is 0-4: 


d 




t 


is 0-4: 


d 




P 


is 0-2: 


d 

q 


is 0-2: 



is 0-2: and 



dis 1.2. 3. 4. 5. 6. 7. 8. 9. or 10: 

with the following provisos: 

d d d d . ij d. . 

(1) t .n .m and q are chosen such that the nimiber of atoms connecting R^Q^ and Y is in 

the range of 10-14: and 

d d d d d 

(2) n and m are chosen such that the value of n plus m is greater than one tinless U is 

d d d 



2-57. Canceled. 
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58. (New) A compound according to Claim 1, wherein the receptor is the integrin UyPs 
or avPs and the compound is of the formula: 

(Q)d-Ln-Ch or (Q)d-Ln-(Ch)d' 
wherein, Q is independently a compound of Formula (la) or (lb): 




Wd_xd— yd 



Ride N 



,10de 



(la) 



,11d 




AH R 

— \ W'^-X^— 



X 



2d 



(lb) 



or pharmaceutically acceptable salt form thereof wherein: 



Xld is CH, C- Wd- xd- yd, or C bonded to Ln; 
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X2d is CH, or C- wd- X^- yd; 
X3d is CRI Id, or C- wd- xd- Yd; 
x4disCRlld; 

provided that when Rid is Ride then one of Xld and x2d is C- wd- xd- yd and when RlOd 
is Ride then x3d is C- wd- xd- yd; 

Rid is Rlde^ Cl-C6 alkyl substituted with 0-1 Rl5d or 0-1 R^ld C3-C6 alkenyl substituted 
with 0-1 Rl5d or 0-1 R21d C3-C7 cycloalkyl substituted with 0-1 Rl5d or 0-1 R^ld, 
C4-C1 1 cycloalkylalkyl substituted with 0-1 Rl^d or 0-1 R^ld, aryl substituted with 
0-1 Rl5d or 0-2 r1 Id or 0-1 R^ld or aryl(Ci-C6 alkyl)- substituted with 0-1 Rl5d 
or 0-2 r1 Id or 0-1 R21d; 



Ride is 
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A and are independently -CH2-, -0-, -N(R2d)., or -C(=0)-; 

Aid and Rid are independently -CH2- or -N(R3d).; 

Dd is -N(R2d)-, .Q-, -S-, -C(=0)- or -SO2-; 

Ed-pd is -C(R4d)=C(R5d)., -N=C(R4d)., .C(R4d)=N-, or 
-C(R4d)2C(R5d)2-; 

jd, Kd, Ld and Md are independently 

-C(R4d)., -C(R5d)- or -N-, provided that at least one of jd, Kd, Ld and Md is not -N-; 

R2d is H, C1-C6 alkyl, (C1-C6 alkyl)carbonyl, (C1-C6 alkoxy)carbonyl; (C1-C6 

alkyl)aminocarbonyl, C3-C6 alkenyl, C3-C7 cycloalkyl, C4-C11 cycloalkylalkyl, 
aryl, heteroaryl(Cl-C6 alkyl)carbonyl, heteroarylcarbonyl, 
aryl(Cl-C6 alkyl)-^ (C1-C6 alkyl)carbonyl-, arylcarbonyl, C1-C6 alkylsulfonyl, 
arylsulfonyl, aryl(Cl-C6 alkyl)sulfonyl, heteroarylsulfonyl, heteroaryl(Cl-C6 
alkyl)sulfonyl, aryloxycarbonyl, or aryl(Cl-C6 alkoxy)carbonyl, wherein said aryl 
groups are substituted with 0-2 substituents selected from the group consisting of Cl- 
C4 alkyl, C1-C4 alkoxy, halo, CF3, and nitro; 

R3d is H, C1-C6 alkyl, C3-C7 cycloalkyl, C4-C11 cycloalkylalkyl, aryl, aryl(Cl-C6 alkyl)-, 
or heteroaryl(Ci-C6 alkyl)-; 
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R4d and R^d are independently H, C1-C4 alkoxy, NR^dRSd^ halogen, NO2, CN, CF3, Cl- 

C6 alkyl, C3-C6 alkenyl, C3-C7 cycloalkyl, C4-C11 cycloalkylalkyl, aryl, aryl(Cl-C6 
alkyl)-^ (C1-C6 alkyl)carbonyl, (C1-C6 alkoxy)carbonyl, or arylcarbonyl, or 



alternatively, when substituents on adjacent atoms, R^d and R^d can be taken together with 
the carbon atoms to which they are attached to form a 5-7 membered carbocyclic or 5- 
7 membered heterocyclic aromatic or non-aromatic ring system, said carbocyclic or 
heterocyclic ring being optionally substituted with 0-2 groups selected from the group 
consisting of C1-C4 alkyl, C1-C4 alkoxy, halo, cyano, amino, CF3, and NO2; 



Ud is: 
-(CH2)nd-, 

-(CH2)nd(CR7d=CR8d)(CH2)md-, 
-(CH2)nd(C^C)(CH2)md-, 
-(CH2)tdQd (CH2) m -? 
-(CH2)ndO(CH2)m'l-, 
-(CH2)ndN(R6d)(CH2) m -9 
-(CH2)ndC(=0)(CH2)md-, 
-(CH2)nd(C=0)N(R6d)(CH2)m^- 
-(CH2)ndN(R6d)(C=0)(CH2)md-, and 
-(CH2)ndS(0)pd(CH2) m — ? 

wherein one or more of the methylene groups in Tjd is optionally substituted with R^d- 

Qdis 1,2-cycloalkylene, 1 ,2-phenylene, 1,3-phenylene, 1 ,4-phenylene, 2,3-pyridinylene, 3,4- 
pyridinylene, 2,4-p3rridinylene, or 3,4-pyridazinylene; 
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R6d is H, C1-C4 alkyl, or benzyl; 
R7d and R^d 

are independently H, C1-C6 alkyl, C3-C7 cycloaUsyl, C4-C11 cycloalkylalkyl, 
aryl, aiyl(Cl-C6 alkyl)-, or heteroaryl(Co-C6 alkyl)-; 

RlOd is H, Rlde^ C1-C4 alkoxy substituted with 0-1 R21d, N(R6d)2, halogen, NO2, CN, 
CF3, C02Rl'7d C(=0)Rl'7d CONRl'7dR20d -S02Rl'7d, 
-SO2NRl'7dR20d C1-C6 alkyl substituted with 0-1 Rl5d or 0-1 R21d C3-C6 
alkenyl substituted with 0-1 R^^d or 0-1 R^ld, C3-C7 cycloalkyl substituted with 0-1 
Rl5d or 0-1 R21d C4-C1 1 cycloalkylalkyl substituted with 0-1 Rl5d or 0-1 R^ld 
aryl substituted with 0-1 Rl^d or 0-2 r1 Id or 0-1 R^ld or aryl(Ci-C6 alkyl)- 
substituted with 0-1 Rl5d or 0-2 r1 Id or 0-1 R^ld; 

RlOde is H, C1-C4 alkoxy substituted with 0-1 R^ld, N(R6d)2, halogen, NO2, CN, CF3, 

C02Rl'7d C(=0)Rl'7d CONRl'7dR20d .S02R^^^, -SO2NRl'7dR20d Qi-Ce alkyl 
substituted with 0-1 Rl5d or 0-1 R^ld C3-C6 alkenyl substituted with 0-1 Rl5d or 0- 
1 R21d C3-C7 cycloalkyl substituted with 0-1 R^^d or 0-1 R^ld C4-C1 1 
cycloalkylalkyl substituted with 0-1 Rl^d or 0-1 R^ld, aryl substituted with 0-1 R^^d 
or 0-2 r1 Id or 0-1 R^ld or aryl(Cl-C6 alkyl)- substituted with 0-1 R^^d or 0-2 
r1 Id or 0-1 R21d; 

r1 Id is H, halogen, CF3, CN, NO2, hydroxy, NR2dR3d^ C1-C4 alkyl substituted with 0-1 
R21d C1-C4 alkoxy substituted with 0-1 R^ld, aryl substituted with 0-1 R^ld 
aryl(Cl-C6 alkyl)- substituted with 0-1 R^ld^ (C1-C4 alkoxy)carbonyl substituted 
with 0-1 R21d, (C1-C4 alkyl)carbonyl substituted with 0-1 R^ld, 
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C1-C4 alkylsulfonyl substituted with 0-1 R^^^, or C1-C4 alkylaminosulfonyl 
substituted with 0-1 R^ld; 



Wd is: 

-(C(Rl2d)2)qdc(=0)N(Rl3d)_, or 
-C(=0)-N(Rl3d).(C(Rl2d)2)qd.. 

Xd is -C(Rl2d)(Rl4d).c(Rl2d)(Rl5d).. or 

alternatively, and can be taken together to be 



(CH2)q'^(=0) -N^ JNr-Rl8d 



Rl2d is H, halogen, C1-C6 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-C7 cycloalkyl, 

C4-C10 cycloalkylalkyl, (C1-C4 alkyl)carbonyl, aryl, or aryl(Cl-C6 alkyl)-; 



r1 3d is H, C 1 -C6 alkyl, C3-C7 cycloalkylmethyl, or aryl(C 1 -C6 alkyl)-; 



Rl4dis: 

H, C1-C6 alkylthio(Cl-C6 alkyl)-, aryl(Ci-ClO alkylthioalkyl)-, aryl(Ci-ClO 
alkoxyalkyi)-, Cl-CiQ alkyl, Ci-CiQ alkoxyalkyl, C1-C6 hydroxyalkyi, C2-C10 
alkenyl, C2-C10 alkynyl, C3-C10 cycloalkyl, C3-C10 cycloalkylalkyl, aryl(Ci-C6 
alkyl)-, heteroaryl(Ci-C6 alkyl)-, aryl, heteroaryl, CO^R^'^'^, C(=0)Rl'7d^ or 
CONRl'7dR20d, provided that any of the above alkyl, cycloalkyl, aryl or heteroaryl 
groups may be unsubstituted or substituted independently with 1 

Rl6d 

or 1-2 R^ 
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Rl5dis: 

H, Rl6d Cl-ClO alkyl, Cl-ClQ alkoxyalkyl, Cl-ClQ alkylaminoalkyl, Cl-ClQ 
dialkylaminoalkyl, (Ci-CiQ alkyl)carbonyl, aryl(Ci-C6 alkyl)carbonyl, Ci-CiQ 
alkenyl, Cl-ClO alkynyl ,C3-ClO cycloalkyl, C3-C10 cycloalkylalkyl, aryl(Cl-C6 
alkyl)-, heteroaryl(Cl-C6 alkyl)-, aryl, heteroaryU C02R1^^, C(=0)Rl7d 
CONRl'7dR20d^ S02Rl'^d, or SO2NRl7dR20d provided that any of the above alkyl, 
cycloalkyl, aryl or heteroaryl groups may be unsubstituted or substituted 
independently with 1-2 r1 

Yd is: 

-CORl9d -SO3H, -PO3H, tetrazolyl, -CONHNHSO2CF3, -C0NHS02Rl^d^ . 
CONHS02NHRl'7d -NHCOCF3, -NHCONHS02Rl'7d -NHS02Rl'7d, -OPO3H2, - 
OSO3H, -PO3H2, -SO3H, -S02NHCORl'7d^ -S02NHC02Rl'7d 



Rl6dis: 

-N(R20d).c(=O)-O-Rl ^d, 
-N(R20d)_c(=O)-Rl7d 

-N(R20d).c(=O)-NH-Rl 7d 
-N(R20d)sO2-Rl'7d or 

-N(R20d)sO2-NR20dRl 7d; 




, or HO 
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Rl7d is: 



Cl-ClO alkyl optionally substituted with a bond to Ln, C3-C1 1 cycloalkyl optionally 
substituted with a bond to Ln, aryl(Cl-C6 alkyl)- optionally substituted with a bond to 
Ln? (C1-C6 alkyl)aryl optionally substituted with a bond to Ln, heteroaryl(Ci-C6 
alkyl)- optionally substituted with a bond to Ln, (C1-C6 alkyl)heteroaryl optionally 
substituted with a bond to Ln, biaryl(Ci-C6 alkyl)- optionally substituted with a bond 
to Ln, heteroaryl optionally substituted with a bond to Ln, aryl optionally substituted 
with a bond to Ln, biaryl optionally substituted with a bond to Ln, or a bond to Ln, 
wherein said aryl, biaryl or heteroaryl groups are also optionally substituted with 0-3 
substituents selected from the group consisting of C1-C4 alkyl, C1-C4 alkoxy, aryl, 
heteroaryl, halo, cyano, amino, CF3, andN02; 

RlSdis: 
-H, 

-C(=0)-0-Rl7d 

-C(=0)-Rl7d 

-C(=0)-NH-Rl7d 

-S02-Rl^d, or 
-SO2-NR20dRl7d; 

Rl9d 

is hydroxy, Cl-ClQ alkyloxy, C3-C11 cycloalkyloxy, aryloxy, aryl(Cl-C6 alkoxy)-, 
C3-C10 alkylcarbonyloxyalkyloxy, C3-C10 alkoxycarbonyloxyalkyloxy, 
C2-C10 alkoxy carbonylalkyloxy, C5-C10 cycloalkylcarbonyloxyalkyloxy, 
C5-C10 cycloalkoxycarbonyloxyalkyloxy, C5-C10 cycloalkoxycarbonylalkyloxy, 
C7-C11 aryloxy carbonylalkyloxy, C8-C12 aryloxycarbonyloxyalkyloxy, 
C8-C12 arylcarbonyloxyalkyloxy, C5-C10 alkoxyalkylcarbonyloxyalkyloxy, 
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C5-C10 (5-alkyl-l,3-dioxa-cyclopenten-2-one-yl)methyloxy, C10-C14 (5-aryl-l,3- 
dioxa-cyclopenten-2-one- yl)methyloxy, or (r1 ld)(Rl2d)N_(Ci-Cio alkoxy)-; 

R20d is H, C1-C6 alkyl, C3-C7 cycloalkyl, C4-C1 1 cycloalkylalkyl, aryl, aryl(Cl-C6 alkyl)-, 
or heteroaryl(Cl-C6 alkyl)-; 

R21d is COOH or NR6d2; 
d 

m is 0-4; 
d 

n IS 0-4; 
d 

t IS 0-4; 
d 

p is 0-2; 
d 

q is 0-2; 
d 

r is 0-2; 

d is 1, 2, 3, 4, 5, 6, 7, 8, 9, or 10; and 

d' is 1-100 



with the following provisos: 

d d d d ^A ^ 

(1) t ,n , m and q are chosen such that the number of atoms connecting R^^ and Y is in 

the range of 10-14; and 

d d d d d 

(2) n and m are chosen such that the value of n plus m is greater than one unless U is 

d d d 
-(CH2)t Q (CH2)m S 



Ln is a linking group having the formula: 

((W)h-(CR6R7)g)x-(Z)k-((CR6aR7a)g..(w)h')x'; 
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W is independently selected at each occurrence from the group consisting of O, S, NH, 
NHC(=0), C(=0)NH, NR8c(=0), C(=0)N r8, C(=0), C(=0)0, 0C(=0), 
NHC(=S)NH, NHC(=0)NH, S02, SO2NH, (OCH2CH2)s, (CH2CH20)s% 
(OCH2CH2CH2)s", (CH2CH2CH20)t, and (aa)t'; 

aa is independently at each occurrence an amino acid; 

Z is aryl substituted with 0-3 rIO, C3.10 cycloalkyl substituted with 0-3 rIO, or a 5-10 
membered heterocyclic ring system containing 1-4 heteroatoms independently 
selected from the group consisting of N, S, and O and substituted with 0-3 rIO; 

r6, R6a^ r7^ R7a^ and r8 are independently selected at each occurrence from the group 

consisting of H, =0, COOH, SO3H, PO3H, C1-C5 alkyl substituted with 0-3 rIO, 
aryl substituted with 0-3 rIO, benzyl substituted with 0-3 rIO, C1-C5 alkoxy 
substituted with 0-3 rIO, NHC(=0)r1 1, C(=0)NHR1 1, NHC(=0)NHR1 1, NHRI 1, 
r1 1 , and a bond to Ch; 

rIO is independently selected at each occurrence from the group consisting of a bond to Ch, 
COORll, C(=0)NHR11,NHC(=0)r11, oh, NHRII, SO3H, PO3H, -OPO3H2, - 
OSO3H, aryl substituted with 0-3 r1 1, C1.5 alkyl substituted with 0-1 r12, C1.5 

alkoxy substituted with 0-1 r12^ and a 5-10 membered heterocyclic ring system 
containing 1-4 heteroatoms independently selected from the group consisting of N, S, 
and O and substituted with 0-3 r1 1 ; 

r1 1 is independently selected at each occurrence from the group consisting of H, alkyl 

substituted with 0-1 R^^, aryl substituted with 0-1 R^^, a 5-10 membered 
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heterocyclic ring system containing 1-4 heteroatoms independently selected fromN, 
S, and O and substituted with 0-1 r12, C3-IO cycloalkyl substituted with 0-1 r12, 
polyalkylene glycol substituted with 0-1 R^^, carbohydrate substituted with 0-1 R^^, 
cyclodextrin substituted with 0-1 R^^, amino acid substituted with 0-1 R^^^ 
polycarboxyalkyl substituted with 0-1 rI^, polyazaalkyl substituted with 0-1 R^^, 
peptide substituted with 0-1 R^^^ wherein the peptide is comprised of 2-10 amino 
acids, 3,6-O-disulfo-B-D-galactopyranosyl, bis(phosphonomethyl)glycine, and a bond 
toCh; 

r12 is a bond to Ch; 

k is 0, 1, or 2; 
h is 0, 1, or 2; 
h' is 0, 1, or 2; 

g is 0, 1, 2, 3, 4, 5, 6, 7, 8, 9, or 10; 
g' is m 0, 1, 2, 3, 4, 5, 6, 7, 8, 9, or 10; 
s is 0, 1, 2, 3, 4, 5, 6, 7, 8, 9, or 10; 
s' is 0, 1, 2, 3, 4, 5, 6, 7, 8, 9, or 10; 
s" is 0, 1, 2, 3, 4, 5, 6, 7, 8, 9, or 10; 
t is 0, 1, 2, 3, 4, 5, 6, 7, 8, 9, or 10; 
f is 0, 1, 2, 3, 4, 5, 6, 7, 8, 9, or 10; 
X is 0, 1,2, 3, 4, or 5; 
x' is 0, 1, 2, 3, 4, or 5; 

Ch is a metal bonding unit having a formula selected from the group consisting of: 
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a1, a2, a3, a4, a5, a6, A^, and A^ are independently selected at each occurrence from the 
group consisting of NR13, NR13r14^ s, SH, S(Pg), O, OH, PR13, Pr13r14^ 
P(0)r15r16^ and a bond to Ln; 

E is a bond, CH, or a spacer group independently selected at each occurrence from the group 

consisting of Cl-ClO alkyl substituted with 0-3 R^^, aryl substituted with 0-3 R^^, 

C3-IO cycloalkyl substituted with 0-3 r1^, heterocyclo-Cl-lQ alkyl substituted with 

0-3 r1^5 wherein the heterocyclo group is a 5-10 membered heterocyclic ring system 
containing 1-4 heteroatoms independently selected fromN, S, and O, C6-10 

aryl-Ci_io alkyl substituted with 0-3 r1^, Ci_io alkyl-C6-10 ^lyl- substituted with 

0-3 r1^, and a 5-10 membered heterocyclic ring system containing 1-4 heteroatoms 
independently selected from the group consisting of N, S, and O and substituted with 
0-3 r17; 

r13 andRl4 are each independently selected from the group consisting of a bond to Ln, 
hydrogen, Ci-Cio alkyl substituted with 0-3 r1^, aryl substituted with 0-3 r1^, 
Cl-10 cycloalkyl substituted with 0-3 R^^, heterocyclo-Cl-lo alkyl substituted with 
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0-3 R^^, wherein the heterocyclo group is a 5-10 membered heterocyclic ring system 
containing 1-4 heteroatoms independently selected from consisting of N, S, and O, 

C6-10 aryl-Cl-lQ alkyl substituted with 0-3 r1^, Cl-lQ alkyl-C6-10 aryl- substituted 

with 0-3 r1^, a 5-10 membered heterocyclic ring system containing 1-4 heteroatoms 

independently selected from N, S, and O and substituted with 0-3 R^^, and an 
electron, provided that when one 

ofRl3orRl4 

is an electron, then the other is also 

an electron; 

altematively, r13 and r14 combine to form =C(r20)(r21); 
r15 andRl6 

are each independently selected from the group consisting of a bond to Ln, 
-OH, Cl-ClO alkyl substituted with 0-3 rI^, Cl-ClO alkyl substituted with 0-3 rI'7, 
aryl substituted with 0-3 R^^, C3-IO cycloalkyl substituted with 0-3 R^^, 

heterocyclo-C 1 - 1 0 alkyl substituted with 0-3 R^^, wherein the heterocyclo group is a 
5-10 membered heterocyclic ring system containing 1-4 heteroatoms independently 
selected fromN, S, and O, C6-10 aryl-Cl-lo alkyl substituted with 0-3 rI'7^ Cl-io 
alkyl-C6-10 aryl- substituted with 0-3 R^^, and a 5-10 membered heterocyclic ring 
system containing 1-4 heteroatoms independently selected from the group consisting 
of N, S, and O and substituted with 0-3 r1^; 



r1^ is independently selected at each occurrence from the group consisting of a bond to Ln, 

=0, F, CI, Br, I, -CF3, -CN, -CO2RI8, .C(=0)r18, .C(=0)N(r18)2, -CHO, 

-CH2ORI8, -0C(=0)r18, -0C(=0)0Rl8a -Or18, -OC(=0)N(r18)2, 

-NR19c(=0)r18, .NRl9c(=0)ORl8a .NR19c(=0)N(r18)2, -NR19s02N(r18)2, 

-NRl9s02Rl8a, -SO3H, -S02Rl8a -SrIB, -S(=0)Rl8a -S02N(r18)2, -N(r18)2, 

-NHC(=S)NHR18, =N0R18,N02, -C(=0)NH0R18, -C(=0)NHNRl8Rl8a 
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-OCH2CO2H, 2-(l-morpholino)ethoxy, C1-C5 alkyl, C2-C4 alkenyl, C3-C6 
cycloalkyl, C3-C6 cycloalkylmethyl, C2-C6 alkoxyalkyl, aryl substituted with 0-2 

r1^, and a 5-10 membered heterocyclic ring system containing 1-4 heteroatoms 
independently selected from the group consisting of N, S, and O; 



Rl8, Rl8a andRl9 are independently selected at each occurrence from the group consisting 
of a bond to Ln, H, C1-C6 alkyl, phenyl, benzyl, C1-C6 alkoxy, halide, nitro, cyano, 
and trifluoromethyl; 



Pg is a thiol protecting group; 



R20andR21 are independently selected from the group consisting of H, Cl-ClO alkyl, -CN, 
-C02R25, -C(=0)r25, _c(=0)N(r25)2, C2-C10 1-alkene substituted with 0-3 r23, 
C2-C10 1-alkyne substituted with 0-3 r23^ aryl substituted with 0-3 r23^ unsaturated 
5-10 membered heterocyclic ring system containing 1-4 heteroatoms independently 
selected from the group consisting of N, S, and O and substituted with 0-3 R^^, and 
unsaturated C3-IO carbocycle substituted with 0-3 R^^- 

altematively, R^^ and R^^, taken together with the divalent carbon radical to which they are 
attached form: 
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r22 and r23 are independently selected from the group consisting of H, r24^ Ci-Cio alkyl 

substituted with 0-3 r24, C2-C10 alkenyl substituted with 0-3 r24, C2-C10 alkynyl 

substituted with 0-3 R^^^ aryl substituted with 0-3 R^^^ a 5-10 membered 
heterocyclic ring system containing 1-4 heteroatoms independently selected from the 



substituted with 0-3 R^^. 

altematively, r22^ r23 taken together form a fused aromatic or a 5-10 membered 

heterocyclic ring system containing 1-4 heteroatoms independently selected from the 
group consisting of N, S, and O; 

a and b indicate the positions of optional double bonds and n is 0 or 1; 

r24 is independently selected at each occurrence from the group consisting of =0, F, CI, Br, 
I, -CF3, -CN, -C02R25, .C(=0)r25, .C(=0)N(r25)2, -N(r25)3+, .CH20r25, 
-OC(=0)r25, -OC(=0)OR25a _or25, -OC(-0)N(r25)2, -NR26c(=0)r25, 
-NR26c(=0)OR25a^ -NR26c(=0)N(r25)2, -NR26s02N(r25)2, -NR26s02R25a^ 
-SO3H, -S02R25a -Sr25^ .s(=0)R25a -S02N(r25)2, -N(r25)2, =N0r25, 
-C(=0)NH0R25, -OCH2CO2H, and 2-(l-morpholino)ethoxy; and, 

R25,R25a andR26 are each independently selected at each occurrence from the group 
consisting of hydrogen and C1-C6 alkyl. 

59. (New) A compound according to Claim 58, wherein: 



group consisting of N, S, and O and substituted with 0-3 r24^ and C3-I0 carbocycle 
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Rldei 



is: 



N— 





) _d # 



N- 



3ld 



Id 



N — M 



N. 





NHR 



2d 



d 



or 



NHR 



2d 




and are independently -CH2-, -0-, -N(R2d)-, or -C(=0)-; 



Aid and Bid are independently -CH2- or -N(R3d)-; 
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is -N(R2d)., -o-, -S-, -C(=0)- or -S02S 
E^-F^ is -C(R4d)=C(R5d)., -N=C(R4d)-, -C(R4d)=N-, or -C(R4d)2C(R5d)2-; 

J^, K^, and are independently C(R^^)-, -C(R^^)- or -N-, provided that at least one of 

d d d d 
J , K , L and M is not -N-; 

R2d is H, C1-C6 alkyl, (Cl-C6 alkyl)carbonyl, (Cl-C6 alkoxy)carbonyl, Cl-C6 

alkylaminocarbonyl, C3-C6 alkenyl, C3-C7 cycloalkyl, C4-C11 cycloalkylalkyl, aryl, 
heteroaryl(Cl-C6 alkyl)carbonyl, heteroarylcarbonyl, aryl(Cl-C6 alkyl)-^ (C1-C6 
alkyl)carbonyl, arylcarbonyl, alkylsulfonyl, arylsulfonyl, aryl(Ci-C6 alkyl)sulfonyl, 
heteroarylsulfonyl, heteroaryl(Cl-C6 alkyl)sulfonyl, aryloxycarbonyl, or aryl(Cl-C6 
alkoxy)carbonyl, wherein said aryl groups are substituted with 0-2 substituents 
selected from the group consisting of C1-C4 alkyl, C1-C4 alkoxy, halo, CF3, and 
nitro; 

R3d is H, C1-C6 alkyl, C3-C7 cycloalkyl, C4-C11 cycloalkylalkyl, aryl, aryl(Cl-C6 alkyl)-, 
or heteroaryl(Cl-C6 alkyl)-; 

R4d and R^d are independently H, C1-C4 alkoxy, NR^dRSd^ halogen, NO2, CN, CF3, Ci- 

C6 alkyl, C3-C6 alkenyl, C3-C7 cycloalkyl, C4-C11 cycloalkylalkyl, aryl, aryl(Cl-C6 
alkyl)-^ C2-C7 alkylcarbonyl, or arylcarbonyl; 

alternatively, when substituents on adjacent atoms, R'^d and R^d Qan be taken together with 
the carbon atoms to which they are attached to form a 5-7 membered carbocyclic or 5- 
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7 membered heterocyclic aromatic or non-aromatic ring system, said carbocyclic or 
heterocyclic ring being optionally substituted with 0-2 groups selected from C1-C4 
alkyl, C1-C4 alkoxy, halo, cyano, amino, CF3, or NO2; 



d 

U is: 



■(CH2)n'^-, 

-(CH2)n'^(CR7d=CR8d)(CH2)m'^-, 

d d d 
-(CH2)t Q (CH2)m 

-(CH2)n'^0(CH2)m'^-, 

-(CH2)n N(R6d)(CH2) 

-(CH2)n'^C(=0)(CH2)m'^-, or 

-(CH2)/s(0)p'^(CH2)m'^-; 



wherein one or more of the methylene groups in U is optionally substituted with R^^; 
d 

Q is 1,2-phenylene, 1,3-phenylene, 2,3-pyridinylene, 3,4-pyridinylene, or 2,4-pyridinylene; 
R6d is H, C1-C4 alkyl, or benzyl; 

R^d and R^d are independently H, C1-C6 alkyl, C3-C7 cycloalkyl, C4-C1 1 cycloalkylalkyl, 
aryl, aryl(Cl-C6 alkyl)-, or heteroaryl(Co-C6 alkyl)-; 



w'^ is -C(=0)-N(Rl3d)-(C(Rl2d)2)q'^-; 
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X is-C(Rl2d)(Rl4d).c(Rl2d)(Rl5d).. 



d d 

alternatively, W and X can be taken together to be 



(CH2)q'^(=0) -N^ JXT-Rl 



8d 



Rl2d is H or C1-C6 alkyl; 



d 

Y is: 



-CORl9d -SO3H, 



/ 



I 



H 




H 



CF3 



or 



HO 



.0 



O- 



dis 1, 2, 3, 4, or 5; 



d' is 1-50; 



W is independently selected at each occurrence from the group consisting of O, NH, 

NHC(=0), C(=0)NH, NR8c(=0), C(=0)N r8, C(=0), C(=0)0, 0C(=0), 
NHC(=S)NH, NHC(=0)NH, SO2, (OCH2CH2)s, (CH2CH20)s', (OCH2CH2CH2)s", 
(CH2CH2CH20)t, and (aa)t'; 
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aa is independently at each occurrence an amino acid; 

Z is aryl substituted with 0-1 rIO, C3.10 cycloalkyl substituted with 0-1 rIO, or a 5-10 
membered heterocyclic ring system containing 1-4 heteroatoms independently 
selected from the group consisting of N, S, and O and substituted with 0-1 rI^; 

r6, R6a^ r7^ R7a^ and r8 are independently selected at each occurrence from the group 
consisting of H, =0, COOH, SO3H, C1-C5 alkyl substituted with 0-1 rIO, aryl 
substituted with 0-1 rI^^ benzyl substituted with 0-1 rI^^ and C1-C5 alkoxy 
substituted with 0-1 rIO, NHC(=0)r1 1, C(=0)NHR1 1, NHC(=0)NHR1 1, NHRI 1, 
r1 1 , and a bond to Ch; 



k is 0 or 1 ; 
s is 0, 1, 2, 3, 4, or 5; 
s' is 0, 1, 2, 3, 4, or 5; 
s" is 0, 1,2,3,4, or 5; 
tissO, 1,2,3,4, or 5; 



a1, a2, a3, a4, a5, a6, A^, and A^ are independently selected at each occurrence from the 
group consisting of NR13, NR13r14^ s, SH, S(Pg), OH, and a bond to Ln; 

E is a bond, CH, or a spacer group independently selected at each occurrence from the group 
the group consisting of Ci-Cio alkyl substituted with 0-3 R^^, aryl substituted with 

0-3 r1^, C3-IO cycloalkyl substituted with 0-3 r1^, and a 5-10 membered 
heterocyclic ring system containing 1-4 heteroatoms independently selected from the 
group consisting of N, S, and O and substituted with 0-3 R^^; 
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r13 andRl4 

are each independently selected from the group consisting of a bond to Ln, 

hydrogen, Cl-ClO alkyl substituted with 0-3 R^^, aryl substituted with 0-3 R^^, a 
5-10 membered heterocyclic ring system containing 1-4 heteroatoms independently 
selected from the group consisting of N, S, and O and substituted with 0-3 r1^, and 

an electron, provided that when one ofRl3 or R^^ is an electron, then the other is 
also an electron; 



alternatively, r13 and r14 combine to form =C(r20)(r21); 



r17 is independently selected at each occurrence from the group consisting of a bond to Ln, 
=0, F, CI, Br, I, -CF3, -CN, -CO2RI8, -C(=0)R18, -C(=0)N(R18)2, -CH2ORI8, 
-0C(=0)r18, -0C(=0)0Rl8a -Or18, -OC(=0)N(r18)2, -NR19c(=0)r18, 
-NRl9c(=0)ORl8a -NR19c(=0)N(r18)2, -NR19s02N(r18)2, -NRl9s02Rl8a 
-SO3H, -S02Rl8a -S(=0)Rl8a, -S02N(r18)2, -N(r18)2, -NHC(=S)NHR18, 
=N0R18, -C(=0)NHNRl8Rl8a^ -OCH2CO2H, and 2-(l-morpholino)ethoxy; 

r18, Rl8a andRl9 are independently selected at each occurrence from the group consisting 
of a bond to Ln, H, and C1-C6 alkyl; 



R20andR21 are independently selected from the group consisting of H, C1-C5 alkyl, 

-C02R25, C2-C5 1-alkene substituted with 0-3 r23, C2-C5 1-alkyne substituted with 

0-3 r23^ aryl substituted with 0-3 R^^, and unsaturated 5-10 membered heterocyclic 
ring system containing 1-4 heteroatoms independently selected from the group 
consisting of N, S, and O and substituted with 0-3 r23; 
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alternatively, R^O and R^l, taken together with the divalent carbon radical to which they are 
attached form: 




r22 and r23 

are independently H or r24; 

alternatively, r22^ r23 taken together form a fused aromatic or a 5-10 membered 

heterocyclic ring system containing 1-4 heteroatoms independently selected from the 
group consisting of N, S, and O; 

r24 is independently selected at each occurrence from the group consisting of -C02R2^, 
-C(=0)N(r25)2, -CH20R25, -OC(=0)r25, -0R25, -SO3H, -N(r25)2, and 
-OCH2CO2H; and, 

r25 is independently selected at each occurrence from the group the group consisting of H 
and C1-C3 alkyl. 



60. (New) A compound according to Claim 59, wherein: 
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Ride is: 
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NH2 



or 



wherein the above heterocycles are optionally substituted with 0-2 substituents selected from 
the group consisting of NH2, halogen, NO2, CN, CF3, C1-C4 alkoxy, C1-C6 alkyl, 
and C3-C7 cycloalkyl; 

d d d d d 

U is -(CH2)n-, -(CH2)t Q (CH2)m - or -C(=0)(CH2)n wherein one of the methylene 

groups is optionally substituted with R^^- 

7d 

R is C1-C6 alkyl, C3-C7 cycloalkyl, C4-C1 1 cycloalkylalkyl, aryl, aryl(Cl-C6 alkyl), 
heteroaryl, or heteroaryl(Cl-C6 alkyl); 

RlOd is H, Rlde^ C1-C4 alkoxy substituted with 0-1 R^ld halogen, C02R^^d^ 

CONRl7dR20d C1-C6 alkyl substituted with 0-1 Rl5d or 0-1 R^ld C3-C7 
cycloalkyl substituted with 0-1 r1 5 d or 0-1 R^ld^ C4-C1 1 cycloalkylalkyl substituted 
with 0-1 Rl5d or 0-1 R^ld or aryl(Cl-C6 alkyl)- substituted with 0-1 Rl5d or 0-2 
Rlldor 0-1 R21d; 

RlOde is H, C1-C4 alkoxy substituted with 0-1 R^ld halogen, C02Rl'7d CONRl7dR20d 
C1-C6 alkyl substituted with 0-1 Rl5d or 0-1 R^ld^ C3-C7 cycloalkyl substituted 
with 0-1 Rl5d or 0-1 R^ld C4-C1 1 cycloalkylalkyl substituted with 0-1 Rl^d or 0-1 
R21d or aryl(Cl-C6 alkyl)- substituted with 0-1 R^^d or 0-2 r1 Id or 0-1 R^ld; 
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W^is -C(=0)-N(Rl3d).; 



is -CH(Rl4d).CH(Rl5d).; 



r13 isHorCHS; 



Rl4d is: 



H, Cl-Cio alkyl, aryl, or heteroaryl, wherein said aryl or heteroaryl groups are 
optionally substituted with 0-3 substituents selected from the group consisting of Cl- 
C4 alkyl, C1-C4 alkoxy, aryl, halo, cyano, amino, CF3, and NO2; 



hydroxy, Cl-ClQ alkoxy, 

methylcarbonyloxymethoxy-, 

ethylcarbonyloxymethoxy-, 

^-butylcarbonyloxymethoxy-, 

cyclohexylcarbonyloxymethoxy-, 

1 -(methylcarbonyloxy)ethoxy-, 

1 -(ethylcarbonyloxy)ethoxy-, 

1 -(t-butylcarbonyloxy)ethoxy-, 

1 -(cyclohexylcarbonyloxy)ethoxy-, 

/-propyloxycarbonyloxymethoxy-, 

^-butyloxycarbonyloxymethoxy-. 



Rl5d 

is H or 

Rl6d. 



Y'^is-CORl9d; 



Rl9d is: 
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l-(i-propyloxycarbonyloxy)ethoxy-, 
l-(cyclohexyloxycarbonyloxy)ethoxy-, 
l-(^-butyloxycarbonyloxy)ethoxy-, 
dimethylaminoethoxy-, 
diethylaminoethoxy- , 

(5 -methyl- 1 ,3-dioxacyclopenten-2-on-4-yl)methoxy-, 
(5-(r-butyl)- 1 ,3-dioxacyclopenten-2-on-4-yl)methoxy-, 
(1 ,3-dioxa-5-phenyl-cyclopenten-2-on-4-yl)methoxy-, or 
l-(2-(2-methoxypropyl)carbonyloxy)ethoxy-; 

R20d isHor CH3; 



d 


is 0 or 1; 


m 


d 




n 


is 1-4; 


d 




t 


is 0 or 1; 



Ch is 




a1 is OH, or a bond to Ln; 



a2, a4, and a6 are each N: 
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E is a C2 alkyl substituted with 0-1 rI^; 

Rl7is =0; 
alternatively, Ch is 
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a1 is OH or a bond to Ln; 
a2, a3 and a4 are each N: 
A5, a6 and A^ are each OH; 
PJ is a bond to Ln; 
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E is a C2 aikyl substituted with 0-1 rI'7; 
Rl^is =0; 

alternatively, Ch is A ; 
a1 is NH2 or N=C(r20)(r21); 
E is a bond; 
A2isNHRl3; 

Rl3 is a heterocycle substituted with R^^, the heterocycle being selected from pyridine and 
pyrimidine; 

rI^ is a bond to Ln, C(=0)NHR18 or C(=0)r18; 

Rl8 

is a bond to Ln, 
r24 is -C02R25, -0R25, -SO3H, or -N(r25)2; and, 

r25 is independently selected at each occurrence from the group consisting of hydrogen and 
methyl. 

61. (New) A compound according to Claim 60, wherein: 
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wherein the above heterocycles are optionally substituted with 0-2 substituents selected from 
the group consisting of NH2, halogen, N02, CN, CF3, C1-C4 alkoxy, C1-C6 alkyl, 
and C3-C7 cycloalkyl. 

62. (New) A compound according to Claim 59, wherein the compound is: 

2-(((4-(4-(((3-(2-(2-(3-((6-((l-aza-2-(2-sulfophenyl)vinyl)amino)(3- 

pyridyl))carbonylamino)propoxy)ethoxy)ethoxy)propyl)amino)sulfonyl)- 
phenyl)phenyl)sulfonyl)amino)-3 -(( 1 -(3 -(imidazole-2-ylamino)propyl)( 1 H-indazol-5 - 
yl))carbonylamino)propanoic acid; 

2-(2-aza-2-((5-(N-(13-bis(3K2<2-(3-(((4-(4-(((l-carboxy-2-((l-(3-(i^^^^ 

ylamino)propyl)(lH-indazol-5-yl))carbonylamino)ethyl)amino)sulfonyl)- 
phenyl)phenyl)sulfonyl)amino)propoxy)ethoxy)ethoxy)propyl)carbamoyl)propyl)- 
carbamoyl)(2-pyridyl))amino)vinyl)benzenesulfonic acid; 

2- ((6-(( 1 -aza-2-(sulfophenyl)vinyl)amino)(3 -pyridyl))carbonylamino)-4-(TN[-(3 -(2-(2-(3 -(^ 

(4-((( 1 -carboxy-2-(( 1 -(3 -(imidazol-2-ylamino)propyl)( 1 H-indazol-5 -yl))- 
carbonylamino)ethyl)amino)sulfonyl)phenyl)phenyl)sulfonyl)aniino)propoxy)- 
ethoxy)ethoxy)propyl)carbamoyl)butanoic acid; 

3- ((l -(3 -(imidazole-2-ylamino)propyl)(l H-indazol-5 -yl))carbonylamino)-2-(((4-(4-(((3-(2-(2- 

(3-(2-(l ,4,7, 1 0-tetraaza-4,7, 1 0-tris(carboxymethyl)cyclododecyl)- 
acetylamino)propoxy)ethoxy)ethoxy)propyl)amino)sulfonyl)- 
phenyl)phenyl)sulfonyl)amino)propanoic acid; 

2-(6-((6-((l-aza-2-(2-sulfophenyl)vinyl)-amino)(3-pyridyl))carbonylamino)hexanoylamino)- 
3 -(( 1 -(3 -(imidazol-2-ylamino)propyl)( 1 H-indazol-5 -yl))carbonylamino)-propanoic 



acid; 
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2-((6-((l-aza-2-(2-sulfophenyl)vinyl)-amino)(3-pyridyl))carbonylamino)-3-((l-(^ 
2-ylamino)propyl)( 1 H-indazol-5 -yl))carbonylamino)propanoic acid; 



[2-[[[5-[carbonyl]-2-pyridinyl]hydrazono]methyl]-benzenesulfonic acid]-Glu(2-(6- 
aminohexanoylamino)-3 -(( 1 -(3 -(imidazol-2-ylamino)propyl)( 1 H-indazol-5 - 
yl))carbonyl-amino)propanoic acid)(2-(6-aminohexanoylamino)-3 -(( 1 -(3 -(imidazol-2- 
ylamino)propyl)(lH-indazol-5-yl))carbonyl-amino)propanoic acid); 



[2-[ [ [5 - [carbonyl]-2-pyridinyl] hydrazono]methyl] -benzenesulfonic acid] -Glu-bis- [Glu(2-(6- 
Aminohexanoylamino)-3 -(( 1 -(3 -(imidazol-2-ylamino)propyl)( 1 H-indazol-5 - 
yl))carbonyl-amino)propanoic acid)(2-(6-aminohexanoylamino)-3 -(( 1 -(3 -(imidazol-2- 
ylamino)propyl)( 1 H-indazol-5 -yl))carbonyl-amino)propanoic acid)] ; 



2-(l ,4,7, 1 0-tetraaza-4,7, 1 0-tris(carboxymethyl)- 1 -cyclododecyl)acetyl- {2-(6- 

aminohexanoylamino)-3 -(( 1 -(3 -(imidazol-2-ylamino)propyl)( 1 H-indazol-5 - 
yl))carbonyl-amino)propanoic acid} ; 



2-(l ,4,7, 1 0-tetraaza-4,7, 1 0-tris(carboxymethyl)- 1 -cyclododecyl)acetyl-Glu {2-(6- 

Aminohexanoylamino)-3 -(( 1 -(3 -(imidazol-2-ylamino)propyl)( 1 H-indazol-5 - 
yl))carbonyl-amino)propanoic acid} {2-(6-Aminohexanoylamino)-3-((l -(3-(imidazol- 
2-ylamino)propyl)(lH-indazol-5-yl))carbonyl-amino)p^opanoic acid} ; 



O O 

S Q N N.^ 



N N 
H H 



H H ^ NHH 



O O 
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O O 

H H O "^N N-" 

^V^N^ ^ ^COzH 
OHH 



H H 



o o 

NH 

SO2 

r 




H 



COoH 
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o o 

NH 
SO 



CO2H 
OH H 




o o 

'V^OH 



NH 



C^.,^ ^ " Sbs CO2H 




o 



Q H C 3 



o..^n'^o--o--o'--^n'S'Nv-^^'^-co2H 

H H /- O 



HN'^O 
P-Cyclodextrin 



O O 
'V^OH 



-N xi-^ ri NH 



n^,^ SO2 CO2H 




O 



V 



O.^N'---^0--0^0--^N^N^N^N_^ 
H , , H /- O 



n |_| n = 1 14, ave 



2-(((4-(3-(N-(3-(2-(2-(3-(2-( 1 ,4,7, 1 0-tetraaza-4,7, 1 0- 

tris(carboxymethyl)cyclododecylacetylamino)-6- 

aininohexanoylamino)propoxy)ethoxy)ethoxy)propyl)carbamoyl)propoxy)-2,6- 
dimethylphenyl)sulfonyl)amino)-3 -(( 1 -(3 -(imidazol-2-ylamino)propyl)(l H-indazol-5 - 
yl))carbonylamino)propionic acid salt; 
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H H 



O O 

NH 

SO2 




CO2H 

H /- O 



O^NH 



H2O3P 



■rvl^POgHz 



HOOC 



"1 o 



HOOC "N' 
HOOC^^N^^COOH 



HOOC ^ 




NH 
V-NH 



2.({[4-(3- {N-[2-((2R)-3-Sulfo-2- {2-[l ,4,7, 1 0-tetraaza-4,7, 1 0- 

tris(carboxymethyl)cyclododecyl]acetylamino}propyl)ethyl]carbamoyl}propoxy)-2,6 
dimethylphenyl] sulfonyl } amino)(2S)-3 -( { 1 - [3 -(imidazol-2-ylamino)propyl] ( 1 H- 
indazol-5-yl)} carbonylamino)propanoic Acid; 
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.^COsH 



CO2H 



O O 



2-[({4-[4-({[2-((2R)-3-Sulfo-2-{2-[l,4J,10-tetraaza-4,7a0- 
tris(carboxymethyl)cyclododecyl]- 

acetylamino}propyl)ethyl]amino} sulfonyl)phenyl]phenyl} sulfonyl)amin^ { 1 - 

[3 -(imidazol-2-ylamino)propyl] ( 1 H-indazol-5 -yl) } carbonylamino)propanoic Acid; 

(4S).4-(N- { 1 -P^-(2- {4-[4K {[(1 S)- 1 -carboxy-2-( { 1 -[3K2-pyridylamin^^ 
5 -yl) } carbonylamino)ethyl] amino } sulfony l)-3 ,5 - 

dimethylphenoxyjbutanoylamino} ethyl)carbamoyl]-3 -carboxypropyl} carbamoyl)-4- 
{2-[ 1 ,4,7, 1 0-tetraaza-4,7, 1 0-tris(carboxymethyl)cyclododecyi]acetylamino}butanoic 
acid; 

(4S)-4-(N-{14N-(2-{4-[4<{[(lS)-l-carboxy-2<{l-[3-(imidazol-2-yIamino)pro^^^^ 
indazol-5 -yl) } carbonylamino)ethyl] amino } sulfony l)-3 , 5 - 

dimethylphenoxy]butanoylamino } etliyl)carbamoyl] -3 -carboxypropyl } carbamoyl)-4- 
{2-[l ,4,7, 1 0-tetraaza-4,7, 1 0-tris(carboxymethyl)cyclododecyl]acetylamino}butanoic 
acid; 

(4S)-4-{N-[(lS)-l-(N-{l,3-bis|>J-(2-{4-[4-({[(lS)-l-carboxy-2-({l-[3-(imid^^^^ 

ylamino)propyl] ( 1 H-indazol-5 -yl) } carbonylamino)ethyl] amino } sulfonyl)-3 , 5 - 
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dimethylphenoxyjbutanoylamino} ethyl)carbamoyl]propyl} carbamoyl)-3- 
carboxypropyl]carbamoyl}-4-(6-{2-[l, 4,7,1 0-tetraaza-4,7, 10- 
tris(carboxymethyl)cyclododecyl]acetylamino} hexanoylamino)butanoic acid; 



(4S)-4-(N- { 1 -[N-(2- {4- [4-( { [( 1 S)- 1 -carboxy-2-( { 1 - [3 -(3 ,4,5 ,6-tetrahy dropyrimidin-2- 
ylamino)propyl] ( 1 H-indazol-5 -yl) } carbonylamino)ethyl] amino } sulfonyl)-3 , 5 - 
dimethylphenoxyjbutanoylamino) ethyl)carbamoyl]-3-carboxy propyl} carbamoyl)-4- 
{2-[l ,4,7, 1 0-tetraaza-4,7, 1 0-tris (carboxymethyl)cyclododecyl]acetylamino}butanoic 
acid; 



(4S)-4-(N-{l-|>J-(2-{4-[4<{[(lS)-l-carboxy-2-({l-methyl-3-[3-(2-3,4,5 
tetrahydropyridyiamino)propy 1] ( 1 H-indazol-6- 
yl) } carbonylamino)ethyl] amino } sulfonyl)-3 ,5 - 

dimethylphenoxyjbutanoylamino} ethyl)carbamoyl] -3 -carboxypropyl} carbamoyl)-4- 
{2-[ 1 ,4,7, 1 0-tetraaza-4,7, 1 0-tris(carboxymethyl)cyclododecyl]acetylamino}butanoic 
acid; 



(4S)-4-(N-{(lS)-l-[N-(2-{4-[4-({[(lS)-l-carboxy-2-({l-[2-(2-3,4,5,6- 
tetrahydropyridylamino)ethyl] ( 1 H-indazol-5 - 
yl)} carbonylamino)ethyl]amino} sulfonyl)-3 ,5- 

dimethylphenoxy]butanoylamino}ethyl)carbamoyl]-3-carboxy propyl} carbamoyl)-4- 
{2-[l ,4,7, 1 0-tetraaza-4,7, 1 0-tris (carboxymethyl)cyclododecyl]acetylamino}butanoic 
acid; 



(2S)-2-{[(2,6-dimethyl-4-{3-[N-(2-{2-[l,4,7,10-tetraaza-4,7,10- 
tris(carboxymethyl)cyclododecyl]acetyl- 

amino}ethyl)carbamoyl]propoxy}phenyl)sulfonyl]amino}-3-({2-[2-(2-3,4,5,6- 
tetrahydropyridylamino)ethyl] (2 -hydro- 1 H-indazol-5 -yl) } carbonylamino)propanoic 
acid; 
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(4S)-4-{N-[(lS)-l-(N-{2-[({4-[4-({[(lS)-l-carboxy-2-({l-[2-(2-3,4,5,6- 



tetrahydropyridylamino)ethyl] ( 1 H-indazol-5 - 
yl) } carbonylamino)ethyl]amino } sulfonyl)phenyl] 

phenyl} sulfonyl)amino] ethyl) carbamoyl)-3-carboxypropyl] carbamoyl} -4- {2- 
[ 1 ,4,7, 1 0-tetraaza-4,7, 1 0-tris(carboxy-methyl)cyclododecyl]acetylamino}butanoic 
acid; 



(4S)-4-{N4(lS)-l-(N-{24({4-[4-({[(lS)-l-carboxy-2-({l-[3-(3,4,5,6-tetrahydropy^ 
ylamino) propyl] ( 1 H-indazol-5 -yl) } carbonylamino)ethyl] amino } sulfonyl) 
phenyljphenyl} sulfonyl)amino]ethyl} carbamoyl)-3-carboxy propyl] carbamoyl} -4- {2- 
[ 1 ,4,7, 1 0-tetraaza-4,7, 1 0-tris (carboxymethyl)cyclododecyl]acetylamino}butanoic 
acid; 

(2S)-3 -( {3 - [(imidazoI-2-ylamino) methyl] - 1 -methyl( 1 H-indazol-6-yl)} carbonylamino)-2- 
( {[4-(4- {[(2- {2-[ 1 ,4,7, 1 0-tetraaza-4,7, 1 0-tris(carboxymethyl) 

cyclododecyl]acetylamino}ethyl)amino]sulfonyl}phenyl)phenyl]sulfonyl}amino)prop 
anoic acid; 

3-[(7-{3-[(6-{[(lE)-l-aza-2-(2-sulfophenyl)vinyl]amino}(3- 

pyridyl))carbonylamino]propoxy } - 1 - [3 -(imidazol-2-ylamino)propyl] ( 1 H-indazol-5 - 
yl))-carbonylamino](2S)-2-{[(2,4,6-trimethylphenyl)sulfonyl]-amino}propanoic acid; 
or 

3- { [ 1 -[3-(imidazol-2-ylamino)propyl]-7-(3- {2-[ 1 ,4,7, 1 0-tetraaza-4,7, 1 0- 

tris(carboxymethyl)cyclododecyl]-acetylamino } propoxy)( 1 H-indazol-5 - 
yl)]carbonylamino } -2- { [(2,4,6-trimethylphenyl)sulfonyl] amino } propanoic acid; 

or a pharmaceutically acceptable salt form thereof. 
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